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DETAILED ACTION 

The Art Unit location of your application in the USPTO has changed. To aid in correlating any 
papers for this application, all further correspondence regarding this application should be 
directed to Art Unit 1647. The Examiner for this Application is now Daniel C. Gamett. 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1 . 1 14, and the fee set forth in 37 CFR 1 .17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 05/16/2005 has been entered. 

2. . The Examiner notes the following inconsistencies in Applicant's submission filed on 
05/16/2005. On p. 7, the Remarks state that, "After entry of this Amendment, claims 1, 3, 8-28, 
and 123-125 will be pending." However the actual listing of the claims indicates that claims 5, 7, 
29, and 76 are withdrawn, and therefore still pending. Claims 5, 7, 29, and 76 are withdrawn 
from consideration pursuant to the requirement for Restriction/Election of 09/09/2002. 
Furthermore, the claim listing of 05/16/2005 indicates that claim 16 is cancelled. This appears to 
be the Applicant's intent, as the limitations of original claim 16 have been incorporated into 
claims 1 and 3. Finally, the claim listing of 05/16/2005 seems to indicate that Applicant intends 
for claim 6 to remain under consideration. Therefore, claims 1, 3, 6, 8-15, 17-28, and 123-125 
are under consideration insofar as they read upon elected species 'renal tissue' in this office 
action. 

Claim Rejections Withdrawn 

3. The rejection of claims 1, 6, 12-15, 20, and 23-28 under 35 U.S.C. 103(a) as unpatentable 
over WO 93/04692 in view of U.S. Patent No. 6,096,706 is withdrawn in view of Applicant's 
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amendment and argument that WO 93/04692 does not teach administering a morphogen at least 
6 hours after creating a local defect site. 

New Objections/Rejections 
Specification 

4. The disclosure is objected to because of the following informalities: In figure 1, the 
relationship between the bar graph data and the experimental groups described on p.46, lines 10- 
21 is not clear. The description of figure 1 (p. 9, line 6) merely states, "Figure 1A-1C is a graph 
showing bone forming activity induced by systemic OP-1." What do the clear and shaded bars 
represent? A similar lack of clarity exists for figures 2 and 3. Furthermore, the relationship 
between figure 2 and any experimental example is not indicated. In figure 3, the relationship of 
the y axis labels to the experimental groups described in Example 7, pp. 47-48, is not clear. 

Appropriate correction is required. 

Claim Rejections - 35 USC §112 

5. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing put and distinctly claiming the 
subject matter which the applicant regards as his invention. 

6. Claims 1, 3, 6, 8-15, 17-28, and 123-125 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 
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7. Claims 1,3 (from which all other claims depend), and 125 each recite method step "(a) 
creating a local defect site in a mammal accessible to progenitor cells". While the specification 
indicates that the defect site should be accessible to progenitor cells, the claim could mean that it 
is the mammal that is accessible to progenitor cells. 

8. Claims 1,3, and 125 are additionally unclear regarding step (b) administering at least 6 
hours after creating the local defect site, said candidate morphogenic protein. . ." A "permissive" 
site is defined on p.5, lines 18-21 as follows, "As contemplated herein, a "permissive" site is a 
local site of a tissue defect in need of repair and to which progenitor cells are accessible. 
Mesenchymal progenitor cells typically become available to a defect locus at least by 6-24 hours 
post trauma as part of the inflammatory response triggered by the initial trauma." This seems to 
indicate that 6 hours post trauma is required to create a defect site accessible to progenitor cells, 
which means that performance of step (a) necessarily includes a 6-hour waiting period. In that 
case, step (b) would add on another 6 hours before the candidate morphogen is administered. Yet 
the specification shows 6 hour post trauma administrations in Examples 3,7, 9, and 11. Thus, 
step (b) is unclear. 

9. Claims 15 and 123 are additionally unclear as they specify that the candidate morphogen 
is administered at a time when mesenchymal progenitor cells are accessible, and that the local 
defect site is permissive. These claims create doubt in the mind of the skilled artisan as to 
whether claims 1 or 3 were properly understood. Before reading claim 15 or 123, a skilled artisan 
would expect that performing step (a) would preclude choosing a time when progenitor cells 
were not available or the site was not permissive. 
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10. Claims 1,3, and 125 are incomplete for omitting essential steps. While all of the 
technical details of a method need not be recited, the claims should include enough information 
to clearly and accurately describe the invention and how it is to be practiced. The minimum 
requirements for method steps minimally include a contacting step in which the reaction of the 
sample with the reagents necessary for the assay is recited (steps a and b in the instant case), a 
detection step in which the reaction steps are quantified or visualized (steps c and d), and a 
correlation step describing how the results of the assay allow for the determination. 

11. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

12. Claims 1, 3, 6, 8-15, 17-28, and 123-125 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the enablement requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. The first paragraph of 35 ILS.C. 112 states, "The specification shall contain a written 
description of the invention, and of the manner and process of making and using it, in such full, 
clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the same...". The courts have 
interpreted this to mean that the specification must enable one skilled in the art to make and use 
the invention without undue experimentation. The courts have further interpreted undue 
experimentation as requiring "ingenuity beyond that to be expected of one of ordinary skill in the 
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art" ( Fields v. Cohover , 170 USPQ 276 (CCPA 1971)) or requiring an extended period of 
experimentation in the absence of sufficient direction or guidance ( In re Coliannl 195 USPQ 150 
(CCPA 1977)). Additionally, the courts have determined that "... where a statement is, on its 
face, contrary to generally accepted scientific principles", a rejection for failure to teach how to 
make and/or use is proper (In re Marzocchi, 169 USPQ 367 (CCPA 1971). Factors to be 
considered in determining whether a disclosure meets the enablement requirement of 35 U.S.C 
112, first paragraph, have been described in In re.Colianni , 195 USPQ 150, 153 (CCPA 1977), 
have been clarified by the Board of Patent Appeals and Interferences in Ex parte Forman , 230 
USPQ 546 (BPAI 1986), and are summarized in In re Wands (858 F2d 731, 737, 8 USPQ2d 
1400, 1404 (Fed Cir. 1988). Among the factors are the nature of the invention, the state of the 
prior art, the predictability or lack thereof in the art, the amount of direction or guidance present, 
the presence or absence of working examples, the breadth of the claims, and the quantity of 
experimentation needed. The instant disclosure fails to meet the enablement requirement for the 
following reasons: 

The nature of the invention: The claims purport to describe general methods to evaluate 
the morphogenic or tissue regenerating activity of candidate proteins. The methods require, first, 
the creation of a specific kind of defect, followed by systemic administration of a candidate 
protein and evaluation of new tissue formation and/or replacement tissue regeneration. 

The amount of direction or guidance present and the presence or absence of working 
examples: Enablement must be provided by the specification unless it is well known in the art. 
In re Buchner 18 USPQ 2d 1331 (Fed. Cir. 1991). The specification does not include any 
example that is directly relevant to the elected species of renal tissue. The specification is unclear 



Application/Control Number: 09/423,943 Page 7 

Art Unit: 1647 

about how to carry out the claimed method, specifically regarding steps "(a) creating a local 
defect site in a mammal accessible to progenitor cells" and (b) administering at least 6 hours 
after creating the local defect site, said candidate morphogenic protein. . ." Regarding these 
steps, p. 5, lines 18-21 states, "As contemplated herein, a "permissive" site is a local site of a 
tissue defect in need of repair and to which progenitor cells are accessible. Mesenchymal 
progenitor cells typically become available to a defect locus at least by 6-24 hours post trauma as 
part of the inflammatory response triggered by the initial trauma." The term "typically" suggests 
that progenitor cells may become available sooner than 6 hours post trauma in certain 
circumstances. Many tissues have resident mesenchymal progenitor cells, so it would be 
expected that some cells would be accessible immediately after trauma. Applicant seems to be 
suggesting that a certain threshold number of progenitor cells near the site of damage must be 
achieved, but does not provide the skilled artisan with a way of knowing that enough cells are 
present except to suggest that waiting at least 6 hours would be a good idea. 6-hour time points 
of administration are given in Examples 3,7, 9, and 1 1, but in no case was it established that 6 
hours was either necessary or sufficient as a general rule. It is not clear when the when the 6 
hours should even begin in cases where the insult does not cause instantaneous damage, as with 
administration of a toxin. In the model of oral mucositis in example 13, morphogen 
administration began 3 days before the beginning of the mucositis-induction procedure. Many of 
the Examples (1-7) were not relevant to the methods as claimed because the endpoint was 
ectopic bone formation and not regeneration of a site of damage. In theses examples, simply 
damaging a tissue and waiting 6 hours is not sufficient to make some tissues "accessible to 
progenitor cells", a collagen implant is required, and even then the results varied with the type of 
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collagen and the location of the site (see p. 43, lines 5-8 and p. 46, lines 19-21). Example 8 
includes the prediction that "is anticipated that systemically administered morphogenic protein 
will induce osteogenesis sufficient to repair the ulna defect" (p. 49, lines 12-14), apparently even 
in animals that did not receive a collage implant (this is not clear), but this merely prophetic and 
no data are shown. Example 9 (p. 49, line 15- p. 50, line 15) describes a model of pulmonary 
fibrosis in which there is no stated requirement for a collagen implant. In this model, the 
measured outcome is reduction in fibrotic lesions and not "new tissue formation" or 
"replacement tissue regeneration" as in the instant claims and only "anticipated" results are 
presented. Examples 10-16 describe models of damage to the myocardium, liver, oral mucosa, 
duodenum, retina, and medial femoral condyle, each with a different means of inducing damage, 
different timing and dosing protocol for administration of morphogen, and different criteria for 
evaluating results. Significantly, only "expected" results are given and there is no guidance as to 
how to perform step (a) of the claimed methods. Thus, the instant specification does not provide 
certain guidance as to what will or will not work even in the given examples and it does not 
establish a basis for predicting what will work for tissues not exemplified. Apparently, the only 
way of knowing that a local defect site is or was "accessible to progenitor cells" is by completing 
the method and obtaining a positive result. The lack of actual results is significant because, if the 
claimed method is to be performed with candidate morphogens with unknown activity, the only 
way to interpret a negative result will be by comparison to a positive control. 

The state of the prior art and the predictability or lack thereof in the art: As evidenced 
the rejections under 35 U.S.C 102 and 103 of record, the art teaches that it is possible to 
systemically administer OP-1 and achieve repair of a local site of damage. A priori, the skilled 
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artisan would expect that the effect of systemic administration of a morphogenic protein on 
tissue repair would vary with the type of tissue, the type of damage, and the stability of the 
morphogenic protein. The art does not recognize a uniform requirement of at least 6 hours for 
infiltration of significant numbers of progenitor cells, into a site of damage. Thus the instant 
disclosure and the prior art together do not teach the methods as claimed. A skilled artisan 
performing research in this field might find, after considerable research and after the results had 
been analyzed, that he/she had performed a method similar to that of claims 1,3, or 125. In such 
a case, the skilled artisan cannot be said to have been taught by the prior art nor by the instant 
specification. 

The breadth of the claims and the quantity of experimentation needed: The claims read 
upon a method in which an experimental lesion may be created in any of several different tissues 
and if the tissue is permissive, systemic administration of a candidate morphogenic protein will 
result in new tissue formation or replacement tissue regeneration: The skilled artisan would first 
need to determine a positive control morphogenic protein for each tissue. In some cases, this 
would entail confirmation of the speculative suggestions provided by the instant specification 
and in others (e.g. thyroid) it would require a completely new discovery. The skilled artisan 
would need to perform undue experimentation to determine if a given tissue is permissive, as the 
only test for permissiveness is to complete the assay. 

Conclusion 



No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel C Gamett, Ph.D., whose telephone number is 571 272 
1853. The examiner can normally be reached on 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda Brumback can be reached on 571 272 0961. The fax phone number for the 
organization where this application or proceeding is assigned is 571 273 8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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